This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



* 



- PATENT 
Attorney Docket No. 044481-5058 



WHAT IS CLAIMED IS: 



1 . A compound of having the following formula 



10 



15 



A-(CH 2 )nr 



wherein; 

A is a member selected from fl^e group consisting of: R 2 , -NR 3 R 4 , 
-C(=0)NR 3 R\ 




where R 2 , R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , and R 9 „are independently selected from the group 

consisting of H, -OH, C^aNcyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cyclo£iikyl, 

C 6 _ I2 carbocyclic aryl, a five to ten membered heterocyclic ring system containing 1-4 

heteroatoms selected from the group consisting of N, O and S; and 

CV 6 alkylheterocyclic ring system having in the ring system 5 to 10 atoAs with 1 to 4 

of such atoms being selected from the group consisting of N, O and S; where R 6 taken 

with either of R 7 and R 8 , and/or R 7 taken with R 8 , can each form a 5 to 6 numbered 

heterocyclic ring containing from 1 to 4 atoms selected from the group consisting of 

48 



• 



PATENT 
Attorney Docket No. 044481-5058 



N, O and S; 



m is an integer from 0-3; 

Z is a member selected from the group consisting of a direct link, Chalky!, 
C 3 „ 8 cyclo^kyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, Cj.gCarbocyclic aryl, or a five to ten membered 
heterocyclicting system containing 1-4 heteroatoms selected from the group 
consisting of N^sQ and S; 



10 



15 



20 



n is an integer srom 0-3; 

D is a member selected from the group consisting of a direct link, -CH 2 -, -O, 
-N(R 2 )-, -C(=0)- 5 -S-, -S0 2 -,\p 2 -N(R 2 )-, -N(R 2 )-S0 2 -, -OC(=0)-, -C(=0)0-, 
-C(=0)-N(R 2 )- and -N(R 2 )-C(=0) 

R 1 is a member selected from the group consisting of H, C,_ g alkyl, C 2 . 8 alkenyl, 
C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, halogen, polyhaloalkyl, C 0 _ 8 alkyl-C(=O)OH, 
C^alkyl-CC^O-C^galkyl, -CN, -N0 2 , C^alkyl-OH, C 0 _ 8 alkyl-SH, -C(=0)NR 2 R\ 
-O-R 2 and -0-C(=0)R 2 , an unsubstituted amino group, a mono- or di-substituted 
amino group, wherein the substituted amino groups are independently substituted by 
at least one member selected from the group consisting of H, C,. 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 
8 alkynyl, C 3 . 8 cycloalkyl, polyhaloalkyl, -S0 2 R 2 , C 0 _ 8 allM-C(=O)OH and 
C 0 . 8 alkyl-C( : =O)O-C 1 . 8 alkyl, where R 2 and R 3 is as described above; 

q is an integer from 0-3; 



X is N or -CR 12 ; 

R H and R 12 are independently a member selected from the groupYonsisting of 

25 H, C U8 alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 carbocyclic aryl, 

C^alkylaryl, C 1 . 6 alkyl-C 3 . 8 cycloalkyl, -O-R 2 , -0-C(=0)R 2 , -C^alkyl-O-R 10 , 

-C 1 . 8 alkyl-O-C(=O)R 10 > -C^alkyl-C^COOR 10 , -C N8 alkyl-0-C(=0)OR 10 , 

-C 1 . 8 alkyl-C(=O)NR I0 R 10 , -C^alkyl-NR^R 10 , -C^alkyl-NR^C^COR 10 , -SR 10 , whVe 

R 2 is as described above and R 10 is a member selected from the group consisting of] 
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VNC,. 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, and wherein when two R 10 groups are present they 
mavbe taken together to form a saturated or unsaturated ring with the atom to which 
they ahT both attached; 

5 p is airinteger from 0-3; 

E is a membbr selected from the group consisting of a direct link, -O-, 
-N(-R n )- , where R 11 is\s set forth above, phenylene, a bivalent 5 to 12 member 
heteroaryl group containing 1 to 4 heteroatoms selected from the group consisting of 
N, O and S, and a five to ten numbered non-aromatic bivalent heterocyclic ring 
10 system containing 1-4 heteroatoms selected from the group consisting of N, O and S, 
wherein said heteroaryl and said non^aromatic heterocyclic ring structure may be 
independently substituted by from 0 to^S R 14 groups; 

J is a member selected from the group consisting of a direct link, a bivalent 
C 3 _ 8 cycloalkyl group, phenylene, a 5 to 12 member bivalent heteroaryl group 
15 containing 1 to 4 heteroatoms selected from the g^oup consisting of N, O and S, and a 
five to ten membered non-aromatic bivalent heterocyclic ring system containing 1-4 
heteroatoms selected from the group consisting of N, Osand S wherein said heteroaryl 
and said non-aromatic heterocyclic ring structure may be independently substituted by 
from 0 to 5 R 14 groups; \ 

20 each R 14 group is a member selected from the group consiWig of H, C,_ 8 alkyl, 

C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 . 8 cycloalkyl, halogen, polyhaloalkyl, C 0 . 8 ^kyl-C(=O)OH, 
C 0 _ 8 alkyl-C(=O)O-C 1 . 8 alkyl, -CN, -N0 2 , C 0 . 8 alkyl-OH, C 0 . 8 alkyl-SH, -O^R 2 and 
-0-C(=0)R 2 , an unsubstituted amino group, a mono- or di-substituted amino group, 
wherein the substituted amino groups are independently substituted by at leW one 

25 member selected from the group consisting of H, C^alkyl, C 2 . 8 alkenyl, C 2 _ 8 alkynyl, 
C 3 . 8 cycloalkyl, polyhaloalkyl, C 0 . 8 alkyl-C(=O)OH and CMalkyl-CCK^O^a^ 
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G is a member selected from the group consisting of: H; -CN; -OR 17 ; 



h 2 ^(V nr18r19 : 



' N R 24 R 25 



N R 24 R 25 



N R 24 R 25 



wherein 



t is an integer from 0 to 6, 




u is the integer 0 or 1, and R 17 , R 18 , R 19 5 R 20 , RY R 22 , R 2 \ R 2 \ R 25 and R 26 are 
independently selected from the group consisting of H, A3H 5 C,_ 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 
8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 carbocyclic aryl, a five to ten\nembered heterocyclic 
ring system containing 1-4 heteroatoms selected from the grmm consisting of N, O 
and S; and CLgalkylheterocyclic ring system having in the ring system 5 to 10 atoms 
with 1 to 4 of such atoms being selected from the group consistingyof N, O and S; 
where r 18 taken with R 19 , R 22 taken with either of R 24 and R 25 , and R 2 \taken with R 25 , 
can each independently form a 5 to 6 membered heterocyclic ring containing from 1 
to 4 atoms selected from the group consisting of N, O and S; 

with the proviso that when G is H, -CN, -OR 17 , either E or J must certain at 
least one N atom; 

and all pharmaceutically acceptable isomers, salts, hydrates, solvates and 
prodrug derivatives thereof. 
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A compound of formula II: 



A-Z-D 




(CH 2 ) P — E— J-G 



A is a member fleeted from the group consisting of: R 2 , -NR 3 R 4 , 
5 -C(=0)NR 3 R 4 , 



NR 

L 



8 . 



'NR 7 R 8 



N R 



N 



an d 



,N R 



► 9 



where R 2 , R\ R 4 , R 5 , R 6 , R\ R 8 , and R 9 are independently selected from the group 
1 0 consisting of H, -OH, C^alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, 6L 8 cycloalkyl, 

C 6 _ 12 carbocyclic aryl, a five to ten membered heterocyclic nkg system containing 1-4 
heteroatoms selected from the group consisting of N, O and S\and 
Chalky Heterocyclic ring system having in the ring system 5 to IX) atoms with 1 to 4 
of such atoms being selected from the group consisting of N 3 O and. S; where r 6 taken 
1 5 with either of R 7 and R 8 , and/or R 7 taken with R 8 , can each form a 5 to 6 membered 
heterocyclic ring containing from 1 to 4 atoms selected from the group Vmsisting of 
N, O and S; 



Z is a member selected from the group consisting of a direct link, C^g^lkyl, 

52 



10 



15 



20 



25 



PATENT 

Attorney Docket No. 044481-5058 

8 cycloalkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C N8 carbocyclic aryl, or a five to ten membered 
heterocyclic ring system containing 1-4 heteroatoms selected from the group 
consisting of N, O and S; 

DHs a member selected from the group consisting of a direct link, -CH 2 - 3 -O-, 
-N(R 2 )-, -C(^p)-, -S-, -S0 2 -, -S0 2 -N(R 2 )-, -N(R 2 )-S0 2 -, -OC(O)-, -C(=0)0, 
-C(=0)-N(R 2 )\nd -N(R 2 )-C(=0)-; 

R 1 is a member selected from the group consisting of H, C,_ 8 alkyl, C 2 _ 8 alkenyl, 
C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, halogen, polyhaloalkyl, C 0 _ 8 alkyl-C(=O)OH, 
C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkvl, -CN, -N0 2 , C 0 _ 8 alkyl-OH, C 0 . 8 alkyl-SH, -C(=0)NR 2 R\ 
-O-R 2 and -0-C(=0)R 2 , an\insubstituted amino group, a mono- or di-substituted 
amino group, wherein the substituted amino groups are independently substituted by 
at least one member selected frohi the group consisting of H, C,. 8 alkyl, C 2 . 8 alkenyl, C 2 _ 
8 alkynyl, C 3 _ 8 cycloalkyl, polyhaloah^l, -S0 2 R 2 , C 0 : 8 alkyl-C(=O)OH and 
C 0 _ 8 alkyl-C(=O)O-C,. 8 alkyl, where R 2 \id R 3 is as described above; 

q is an integer from 0-3; 

R 11 is independently a member selected irom the group consisting of H, 
C N8 alkyl, C 2 . 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, 12 carbocyclic aryl, C^alkylaryl, 
C 1 . 6 alkyl-C 3 . 8 cycloalkyl, -O-R 2 , -0-C(=0)R 2 , -C^alk^l-O-R 10 , -C w alkyl-0-C(=0)R 10 , 
-C^alkyl-CH^OR 10 , -C^alkyl-O-CeopR 10 , -C^gallWl-C^NR^R 10 , 
-C^alkyl-NR^R 10 , -C, ^alkyl-NR ,0 C(ND)R 10 , -SR 10 , wher^sR 2 is as described above 
and R 10 is a member selected from the group consisting of HXV 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 
8 alkynyl, and wherein when two R 10 groups are present they may be taken together to 
form a saturated or unsaturated ring with the atom to which they a^e both attached; 

p is an integer from 0-2; 

E is a member selected from the group consisting of a direct link, 
-N(-R n )- , where R 11 is as set forth above, phenylene, a bivalent 5 to 12 member 
heteroaryl group containing 1 to 4 heteroatoms selected from the group consisting of 
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N, O and S, and a five to ten membered non-aromatic bivalent heterocyclic ring 
system containing 1-4 hetero atoms selected from the group consisting of N, O and S, 
whetein said heteroaryl and said non-aromatic heterocyclic ring structure may be 
independently substituted by from 0 to 5 R 14 groups; 

J is a^Hjiember selected from the group consisting of a direct link, a bivalent 
C 3 . 8 cycloalkyl £toup, phenylene, a 5 to 12 member bivalent heteroaryl group 
containing 1 to 4 H&eroatoms selected from the group consisting of N, O and S, and a 
five to ten membered\pn-aromatic bivalent heterocyclic ring system containing 1-4 
heteroatoms selected frorn the group consisting of N, O and S wherein said heteroaryl 
and said non-aromatic heterocyclic ring structure may be independently substituted by 
from 0 to 5 R 14 groups; 

each R 14 group is a member selected from the group consisting of H, C^alkyl, 
C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 . 8 cycloalkyMialogen, polyhaloalkyl, C 0 _ 8 alkyl-C(=O)OH, 
C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkyl, -CN, -N0 2 , V 8 alkyl-OH, C 0 _ 8 alkyl-SH, -O-R 2 and 
-0-C(=0)R 2 , an unsubstituted amino group^a mono- or di-substituted amino group, 
wherein the substituted amino groups are independently substituted by at least one 
member selected from the group consisting of H^C^galkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, 
C 3 _ 8 cycloalkyl, polyhaloalkyl, C 0 _ 8 alkyl-C(=O)OH dnd C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkyl; 

G is a member selected from the group consisting of: H; -CN; -OR 17 ; 



N R 20 

( ch 2^^t nr18r19 = 



23 



NR 



I 



N R 24 R 25 ; 



22 



N R 23 



N R 2 \R 25 



NR 23 



,26 



NR 



23 



>26 



an d 



NR 



23 > 



,25 



>22 
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wherein 



10 



\ t is an integer from 0 to 6, 

^Ns the integer 0 or 1, and R 17 , R 18 , R 19 , R 20 , R 2 \ R 22 , R 2 \ R 24 , R 25 and R 26 are 
independentl^selected from the group consisting of H, -OH, C^aHcyl, C 2 _ 8 alkenyl, C 2 
8 alkynyl, C 3 _ 8 cycWlkyl, C 6 . 12 carbocyclic aryl, a five to ten membered heterocyclic 
ring system containihe 1-4 heteroatoms selected from the group consisting of N, O 
and S; and C,. 6 alkylhet^cyclic ring system having in the ring system 5 to 10 atoms 
with 1 to 4 of such atoms befrm selected from the group consisting of N, O and S; 
where r 18 taken with R 19 5 R 22 takbn with either of R 24 and R 25 , and R 24 taken with R 25 , 
can each independently form a 5 to\ membered heterocyclic ring containing from 1 
to 4 atoms selected from the group collating of N 3 O and S; 

with the proviso that when G is H/^CN, -OR 17 , either E or J must contain at 
least one N atom; 



1 5 and all pharmaceutically acceptable isomerSj^salts, hydrates, solvates and 

pftsdrug derivatives thereof. ^ 

3. A compound of claim 2, wherein D is a member selected from the group 
consisting of: -O-, -N^-C(=0)-, -S-, -S0 2 -, -S0 2 -NR 2 , -NR 2 -S0 2 , -OC(=0)-, 
20 -C(=0)NR 2 , and -NR 2 -C/Q 



4. A compound of claita 3, whereinBUs a member selected from the group 
consisting of: -O-, -NR 2 , -C(=b^, -S-, and -St 
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(CH 2 ) p — E-J-G 



5 wherein: \ 

R 8 is selected from the group consisting of H, -OH, C,_ 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 
8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 carbocycli^aryl 5 a five to ten membered heterocyclic 
ring system containing 1-4 heteroatoms selected from the group consisting of N, O 
and S; and C^alkylheterocyclic ring systenrhaving in the ring system 5 to 10 atoms 
10 with 1 to 4 of such atoms being selected from the group consisting of N, O and S; 

R 1 is a member selected from the group consisting of H, C,_ 8 alkyl, C 2 _ 8 alkenyl, 
C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, halogen, polyhaloalkyl, <\ 8 alkyl-C(=0)OH, 
Co. 8 alkyl-C(=0)0-C^alkyl, -CN, -N0 2 , C 0 _ 8 alkyl-OH, V 8 alkyl-SH, -C(=0)NR 2 R 3 5 
-O-R 2 and -0-C(=0)R 2 , an unsubstituted amino group, a iW>no- or di-substituted 
1 5 amino group, wherein the substituted amino groups are independently substituted by 
at least one member selected from the group consisting of H, 0. 8 alkyl, C 2 . 8 alkenyl, C 2 _ 
8 alkynyl, C 3 „ 8 cycloalkyl, polyhaloalkyl, -S0 2 R 2 , C 0 . 8 alkyl-C(=O)QH and 
C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkyl, where R 2 and R 3 is as described above;\ 

R 2 is selected from the group consisting of H, -OH, C,. 8 alkyl, CA 8 alkenyl, C 2 . 
20 8 alkynyl, C 3 . 8 cycloalkyl, C 6 . 12 carbocyclic aryl, a five to ten membered heterocyclic 
ring system containing 1-4 heteroatoms selected from the group consistingSof N 5 O 
and S; and C,_ 6 alkylheterocyclic ring system having in the ring system 5 to 1?) atoms 
with 1 to 4 of such atoms being selected from the group consisting of N, O ana\S; 

25 q is 0-3; \ 
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R 11 is a member selected from the group consisting of H, C^aHcyl, C 2 _ 8 alkenyl, 
C 2 _ 8 aikynyl, C 3 _ 8 cycloalkyl, C 6 _ 12 carbocyclic aryl, C^alkylaryl, 

C 1 . 6 alk\c 3 . 8 cycloalkyl J -O-R 2 , -0-C(=0)R 2 , -C^alkyl-O-R 10 , -C 1 . 8 alkyl-O-C(=O)R 10 5 
-C^alkyl^K^OR 10 , -C.^alkyl-O-CC^OR 10 , -C 1 _ 8 alkyl-C(=O)NR I0 R l0 3 
-C^galkyl-NR^R 10 , -C M alkyl-NR l0 C(<))R^ -SR 10 , where R 2 is as described above 
and R 10 is a member selected from the group consisting of H, C,_ 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 
8 alkynyl, and wherefn when two R 10 groups are present they may be taken together to 
form a saturated or unsaturated ring with the atom to which they are both attached; 



10 p is an integer from ' 

E is a member selected from the group consisting of a direct link, -O-, 
-N(-R u )- , where R 11 is as set forth ahove, phenylene, a bivalent 5 to 12 member 
heteroaryl group containing 1 to 4 hetefoatoms selected from the group consisting of 
N, O and S, and a five to ten membered non-aromatic bivalent heterocyclic ring 
1 5 system containing 1-4 heteroatoms selected from the group consisting of N, O and S, 
wherein said heteroaryl and said non-aromatic heterocyclic ring structure may be 
independently substituted by from 0 to 5 R 14 

J is a member selected from the group consisting of a direct link, a bivalent 
C 3 _ 8 cycloalkyl group, phenylene, a 5 to 12 member bivalent heteroaryl group 
20 containing 1 to 4 heteroatoms selected from the group consisting of N, O and S, and a 
five to ten membered non-aromatic bivalent heterocyclic ring system containing 1-4 
heteroatoms selected from the group consisting of N, O and S whbrein said heteroaryl 
and said non-aromatic heterocyclic ring structure may be independently substituted by 
from 0 to 5 R 14 groups; 

25 each R 14 group is a member selected from the group consisting of Ek C^alkyl, 

C 2 . 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, halogen, polyhaloalkyl, C 0 _ 8 alkyl-C(=^O)OH, 
C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkyl, -CN, -N0 2 , C 0 _ 8 alkyl-OH, C 0 . 8 alkyl-SH, -O-R 2 and 
-0-C(=0)R 2 , an unsubstituted amino group, a mono- or di-substituted amino 
wherein the substituted amino groups are independently substituted by at least one 

30 member selected from the group consisting of H, C^alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, 

57 



10 



15 



PATENT 

Attorney Docket No. 044481-5058 
v C 3 . 8 cycloalkyl, polyhaloalkyl, C 0 . 8 alkyl-C(=O)OH and Co.galkyl-CCK^O-C^alkyl; 

G is a member selected from the group consisting of: H; -CN; -OR 17 ; 



18 R 19 



I 



• N R 24 R 25 



N R 24 R 25 



N R 24 R 25 



wherein 




t is an integer from 0 to 6, 

u is the integer 0 or 1, and R 17 , R 18 , R 19 , r\r 21 , R 22 , R 23 , R 24 , R 25 and R 26 are 
independently selected from the group consisting of PL -OH, C,_ 8 alkyl, C 2 _ 8 alkenyl, C 2 . 
8 alkynyl, C 3 _ 8 cycloalkyl, C 6 _ 12 carbocyclic aryl, a five to t^n membered heterocyclic 
ring system containing 1-4 heteroatoms selected from the group consisting of N, O 
and S; and Chalky Heterocyclic ring system having in the rink system 5 to 10 atoms 
with 1 to 4 of such atoms being selected from the group consisting of N, O and S; 
where r 18 taken with R 19 , R 22 taken with either of R 24 and R 25 , and R 24 taken with R 25 , 
can each independently form a 5 to 6 membered heterocyclic ring combining from 1 
to 4 atoms selected from the group consisting of N, O and S; 

with the proviso that when G is H, -CN 5 -OR 17 , either E or J must c^jitain at 
least one N atom; 

and all pharmaceutical^ acceptable isomers, salts, hydrates, solvates and 
prodrug derivatives thereof. 
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6. A compound of claim 5, wherein R 1 and R 8 are independently a lower alkyl 
group and R 11 is hydrogen or is a C, to C 8 alkyl group. 

7. A compound of claim 5, wherein q is zero and R 8 is lower alkyl group. 

8. A compound of claim 5, wherein: 
R 8 is a methyl group; 

p is an integer from 1-2; 

E is selected from the group consisting of: a direct link, 




J is selected from the group consisting of: 




and G is selected from the group consisting of: 
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NH NH 

H 2 



NH, . " NHOH , ~ NH 2 



NH , ■ 

-CH 3 } and U_N o 



s.compound of formula IV: 





(R 14 )o- 3 



(IV) 



(R 14 )o-4 

wherein: 

A is a member selected from thb^group consisting of: R 2 , -NR 3 R 4 5 
-C(=0)NR 3 R 4 , 



NR l 



N R 



^NR 7 R 8 



NR 7 R 8 



N R 



N R 



an d 



1 0 where R 2 , R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , and R 9 are independently selected from th\group 
consisting of H, -OH, C,. 8 alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyl, C 3 . 8 cycloalkyl, 
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^ 12 carbocyclic aryl, a five to ten membered heterocyclic ring system containing 1-4 
hetetoatoms selected from the group consisting of N 3 O and S; and 
C^alkyiheterocyclic ring system having in the ring system 5 to 10 atoms with 1 to 4 
of such aWns being selected from the group consisting of N, O and S; where r 6 taken 
with either o^R 7 and R 8 , and/or R 7 taken with R 8 , can each form a 5 to 6 membered 
heterocyclic rink containing from 1 to 4 atoms selected from the group consisting of 
N, O and S; 

Z is a member selected from the group consisting of a direct link, C,. 8 alkyl, 
C 3 _ 8 cycloalkyl, C 2 . 8 alkenyl^C 2 . 8 alkynyl, CLgCarbocyclic aryl, or a five to ten membered 
heterocyclic ring system contacting 1-4 heteroatoms selected from the group 
consisting of N, O and S; 



n is 0-3; 

D is a member selected from the gr^up consisting of: -CH 2 - 5 -O-, -N R 2 , 
1 5 -C(=0)-, -S-, -S0 2 -, -S0 2 -NR 2 , -NR 2 -S0 2 , -OC(=0)- 5 -C(=0)NR 2 , and -NR 2 -C(=0)-; 

R 1 and R 14 are independently a member selected from the group consisting of 
H 5 Chalky!, C 2 . 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl^alogen, polyhaloalkyl, 
C 0 _ 8 alkyl-C(=O)OH, Co. 8 alkyl-C(=0)0-C^aIkyl, -CNAN0 2 , C 0 _ 8 alkyl-OH, 
C 0 _ 8 alkyl-SH, -O-R 2 and -0-C(=0)R 2 , an unsubstituted arivino group, a mono- or 
20 di-substituted amino group, wherein the substituted amino groups are independently 
substituted by at least one member selected from the group consisting of H, Cj^alkyl, 
C 2 . 8 alkenyl, C 2 _ 8 alkynyl, C 3 . 8 cycloalkyl, polyhaloalkyl, C 0 „ 8 alkyl-(^(=O)OH and 
C M alkyl-C(=0)0-C,. 8 alkyl; 



25 



q is 0-3; 



30 



R n is a member selected from the group consisting of H, Chalky!, C^lkenyl, 
C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 carbocyclic aryl, C,_ 6 alkylaryl, 

C 1 . 6 alkyl-C 3 . 8 cycloalkyl J -O-R 2 , -0-C(=0)R 2 , -C^alkyl-O-R 10 , -C 1 . 8 alkyl-0-C(=0^ ; 10 , 

-C 18 alkyl-C(=O)OR 10 5 -C^alkyl-O-C^OR 10 , -C^alkyl-CC^NR 1 ^ 10 , 
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rC 1 . 8 alkyl-NR 10 R'°, -C,. 8 alkyl-NR 10 C(=O)R 10 , -SR 10 , where R z is as described above 
and R 10 is a member selected from the group consisting of H, C,. 8 alkyl, C 2 . 8 alkenyl, C 2 
8 alkyWl, and wherein when two R 10 groups are present they may be taken together to 
form a saturated or unsaturated ring with the atom to which they are both attached; 

5 G is a membtr selected from the group consisting of: H; -CN; -OR 17 ; 



(C 



o NR 20 



,23 



N' 



,22 



' N R 24 R 25 



NR 



23 



>26 . 



,26 



.22 



wherein 



-NH 



21 



JZ 



N R 24 R 25 ; 



an d 



NR 23 



N R 24 R 25 



t is an integer from 0 to 6, 

u is the integer 0 or 1, and R 17 , R 18 , R 19 , R 20 , ^ R 22 , R 23 , R 24 , R 25 and R 26 are 
independently selected from the group consisting of H,\pH, C,. 8 alkyl, C 2 _ 8 alkenyl, C 2 . 

10 8 alkynyl, C 3 _ 8 cycloalkyl, C 6 „ 12 carbocyclic aryl, a five to tenSmembered heterocyclic 
ring system containing 1-4 heteroatoms selected from the graup consisting of N, O 
and S; and Chalky Heterocyclic ring system having in the ring\ystem 5 to 10 atoms 
with 1 to 4 of such atoms being selected from the group consisting of N, O and S; 
where r 18 taken with R 19 , R 22 taken with either of R 24 and R 25 , and Retaken with R 25 , 

1 5 can each independently form a 5 to 6 membered heterocyclic ring combining from 1 
to 4 atoms selected from the group consisting of N, O and S; 

with the proviso that when G is H, -CN, -OR 17 , either E or J must d^ntain at 
least one N atom; 
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and all pKafmaGeutically acceptable isomers, salts, hydrates, solvates and 
prodrug derivatives thereof. 



10. A compound of claim 9, wherein R 1 , R 8 , R u and R 14 are independently 
5 selected from the group consisting of hydrogen, methyl and ethyl; 

A is selected from the group consisting of: -H, -CH 3 , -NH 2 , -C(0)N(CH 3 ) 2 , 



NH 



H 3 C 



> 



— U — - 



NH 



and 



NH 



H ? N 



/^N 



CH, 



NH 



Z is selected from the group consisting of: 



— N 





fx 




and N 



10 



n is an integer from 0-2; and 

D is selected from the group consisting of: -O-, -N(CH 3 )-, and -CH 2 - 
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11. A dbmpound of formula V: 



6 




(V) 



wherein: \ 

R 2 , R 6 , and R 9 are independently selected from the group consisting of H, -OH, 
Cj. 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 carbocyclic aryl, a five to ten 
membered heterocyclic ring system containing 1-4 heteroatoms selected from the 
group consisting of N, O and S; and C,_ 6 alkylheterocyclic ring system having in the 
ring system 5 to 10 atoms with 1 to 4 of such atoms being selected from the group 
consisting of N, O and S; \ 

R 11 is independently a member selected fro A the group consisting of H 5 
Cj_ 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, C 3 _ 8 cycloalkyl, C 6 . 12 Wbocyclic aryl, C,_ 6 alkylaryl, 
C^alkyl-C^cycloalkyl, -O-R 2 , -0-C(=0)R 2 , -C^alkyl-W 10 , -C^alkyl-O-C^COR 10 , 
-C^alkyl-C^OR 10 , -C^alkyl-O-CCK^OR 10 , -C 1 „ 8 alkyPC(=O)NR 10 R , °, 
-C^alkyl-NR 1 ^ 10 , -C I . 8 alkyl-NR 10 C(-O)R 10 , -SR 10 , where R^is as described above 
and R 10 is a member selected from the group consisting of H, GL 8 alkyl, C 2 . 8 alkenyl, C 2 . 
8 alkynyl, and wherein when two R 10 groups are present they may\be taken together to 
form a saturated or unsaturated ring with the atom to which they ai$e both attached; 

each R 14 group is a member selected from the group consisting of H, <X_ 8 alkyl, C 2 _ 

8 alkenyl, C 2 . 8 alkynyl, C 3 . 8 cycloalkyl, halogen, polyhaloalkyl, C 0 _ 8 alkyl-O(=O)OH, 

C^alkyl-CC^O-C^alkyl, -CN, -N0 2 , C 0 . 8 alkyl-OH, C 0 . 8 alkyl-SH, -O-Rl and 

-0-C(=0)R 2 , an unsubstituted amino group, a mono- or di-substituted aminb group, 

wherein the substituted amino groups are independently substituted by at least one 
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memBef^elected from the group consisting of H, C,. g alkyl, C 2 . 8 alkenyl, C 2 . g alkynyl, 
V" C 3 . g cycloalkyl>o4xhaloalkyl, C 0 . 8 alkyl-C(=O)OH and C 0 . 8 alkyl-C(=O)O-C 1 . 8 alkyl; 

I 

CJ^[^ and all pharmaceutically acceptabl^isomers, salts, hydrates, solvates and 

5 prodrug derivatives thereof. 



12. A compound having the following structure: 



A-Z 




CH 2 -E-J-G 



10 



wherein: 



A-Z is a member selected from the group consisting of: 



*Y H 3 C 
NH 



and ^vC^ ; 

o 



15 
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E-J-G is a member selected from the group consisting of: 




and all pharmaceutically 'acceptable isomers, salts, hydrates, solvates and prodrug 
derivatives thereof. 

13. A pharmaceutical composition for preventing or treating a condition in a 
mammal characterized by undesired thrombosis comprising a pharmaceutically 
acceptable carrier and a therapeutically effective amount of a compound as in one of 
claims 1-12. 

14. A method for preventing or treating a condition in a mammal characterized by 
undesired thrombosis comprising administering to said mammal a therapeutically 
effective amount of a compound as in one of claims 1-12. 



15 15. The method of claim 14, wherein the condition is selected from the group 
consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory 
angina, occlusive coronary thrombus occurring post-thrombolytic therapy or post- 
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coronary angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic 
stroke, thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular 
coagulation, thrombotic thrombocytopenic purpura, thromboangiitis obliterans, 
5 thrombotic disease associated with heparin-induced thrombocytopenia, thrombotic 
complications associated with extracorporeal circulation, thrombotic complications 
associated with instrumentation such as cardiac or other intravascular catheterization, 
intra-aortic balloon pump, coronary stent or cardiac valve, and conditions requiring 
the fitting of prosthetic devices. 

10 

16. A method for inhibiting the coagulation of biological samples comprising the 
administration of a compound as in one of claims 1-12. 
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